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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 4/4/07 
has been entered. 

Claims 1-20 and 22-39 were canceled and claims 40-137 were added as 
requested. 

In the Final Rejection mailed 10/4/06, the Office Stated: 

"In the response filed 9/7/06, Applicant listed the status of claims 2-4 as "withdrawn". Actually, claims 2-4 
are under consideration, and are objected to as depending from a rejected claim but would be allowable if 
rewritten in independent form incorporating all the limitations of claim 1 ." 

Applicant subsequently filed an ROE and stated that they had rewritten claims 2- 
4 in independent format in view of the Examiner's indication of allowability. The 
Examiner regrets that this indication of allowability was in error. See rejection under 35 
use 103 over Wolff in view of Ledebur. However, as previously indicated in the action 
of 10/4/06, the species of a non-covalent association complex of a positively charged 
backbone polymer having positively charged branching groups of the formula (gly)p- 
RGRDDRRQRRR-(gly)q (SEQ ID NO: 19), a negatively charged backbone comprising a 
plurality of attached targeting moieties, and a negatively-charged backbone having a 
plurality of attached BOTOX molecules is free of the art. 
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As stated in the restriction requirement of 5/19/04, upon allowance of a generic 
claim. Applicant will be entitled to consideration of claims to additional species which 
are written in dependent form or othen/vise include all the limitations of an allowed 
generic claim as provided by 37 CFR 1 .141 . 

Currently pending claims 40 and 85 are generic. 

Claims 41-84 and 86-89 are objected to because they are drawn to non-elected 
subject matter. 

Newly submitted claims 90-137 are directed to kits with the intended use of 
formulating a pharmaceutical composition and are independent or distinct from the 
invention originally claimed for the reasons set forth in the restriction requirement of 
5/19/04. Further, the limitation of "pharmaceutical composition" requires examination of 
issues of enablement of therapeutic use, which represents an undue burden, 
particularly in view of the constellation of drugs embraced in claims 90-137. 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claims 90-137 are withdrawn from 
consideration as being directed to a non-elected invention. See 37 CFR 1.142(b) and 
MPEP§ 821.03. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(b) the Invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 40 and 85 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Wu et al (J. Biol. Chem, 262(10): 4429-4432, 1987) as evidenced by GenBank 
Accession No. M77788 (2005). 

Wu taught non-covalent complexes of plasmid pSV2 CAT and polylysine, 
wherein the polylysine comprised an attached asialoorosomucoid targeting ligand. 
Plasmid pSV2 CAT comprises a selectable marker (beta lactamase, i.e. ampicillin 
resistance) as evidenced by GenBank Accession No. M77788. The selectable marker 
is considered to be a persistence factor as required by item (iv) of claims 40 and 85. 

This complex meets the limitations of species iii/iv because pSV2-CAT comprises 
the DNA required by group member 'iii', and the DNA encoding the persistence factor 
required by group member 'iv\ The plasmid of Wu is double stranded, so group 
member 'iv* is considered to be the strand of DNA that encodes the selectable marker 
beta lactamase, and group member *iii' is considered to be the complementary DNA 
strand. 

Thus Wu anticipates the claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action; 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 40 and 85 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wolff et al (US 20030236214). 

The portions of US 20030236214 relied upon in this rejection are supported by 
priority document 09/328,975 and are entitled to a filing date of 6/9/1999. 

Wolff taught complexes comprising a polynucleotide condensed with a 
polycation, wherein the charge of the complex is adjusted by addition of a negatively 
charged polymer. The final charge of the complex can be positive or negative as 
desired. See abstract. The polynucleotide can be virtually any polynucleotide, including 
DNA, RNA, ribozymes, and modified oligonucleotides. See paragraph 82. The 
negatively charged polymer used for charge adjustment can be DNA, RNA, or any of a 
variety of negatively charged polymers, and can comprise a targeting agent. See 
paragraphs 81, 103, and 114. Thus Wolff taught a positively charged complex 
comprising (1) polycation, (2) a DNA, RNA, ribozyme, or modified oligonucleotide, and 
(3) a third polyanion comprising a targeting moiety. 

Wolff did not teach a plurality of targeting agents. However, the number of 
targeting agents attached to the polyanion is considered to be a matter of design choice 
and is therefore obvious. Further, at paragraph 65, Wolff indicates that the individual 
monomers may modified to contain targeting agents prior to incorporation into a 
polymer. As such it would be obvious to construct a polymer of such monomers, which 
polymer would necessarily have a plurality of targeting moieties. So, Wolff renders 
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obvious an ennbodinnent of the invention comprising items (ii) and (iii) of claims 40 and 
85 

The following rejection is directed to an embodiment of the generic claims in 
which item (v) of claims 40 and 85 is construed as a DNA vector with a plurality of 
attached expression constructs, wherein each expression construct is considered to be 
a therapeutic agent. In other words, the expression vector is considered to be a 
negatively charged backbone having a plurality of attached therapeutic agents. 

Claims 40 and 85 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wolff et al (US 20030236214) in view of Ledebur et al (WO 99/24596). 

The portions of US 20030236214 relied upon in this rejection are supported by 
priority document 09/328,975 and are entitled to a filing date of 6/9/1999. 

Wolff taught complexes comprising a polynucleotide condensed with a 
polycation, wherein the charge of the complex is adjusted by addition of a negatively 
charged polymer. The final charge of the complex can be positive or negative as 
desired. See abstract. The polynucleotide can be virtually any polynucleotide, including 
DNA, RNA, ribozymes, and modified oligonucleotides. See paragraph 82. The 
negatively charged polymer used for charge adjustment can be DNA, RNA, or any of a 
variety of negatively charged polymers, and can comprise a targeting agent. See 
paragraphs 81, 103, and 114. Thus Wolff taught a positively charged complex 
comprising (1) polycation, (2) a DNA, RNA, ribozyme, or modified oligonucleotide, and 
(3) a third polyanion comprising a targeting moiety. 
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Wolff did not teach a plurality of targeting agents. However, the number of 
targeting agents attached to the polyanion is considered to be a matter of design choice 
and is therefore obvious. Further, at paragraph 65, Wolff indicates that the individual 
monomers may modified to contain targeting agents priori to incorporation into a 
polymer. As such it would be obvious to construct a polymer of such monomers, which 
polymer would necessarily have a plurality of targeting moieties. So, Wolff renders 
obvious an embodiment of the invention comprising items (ii) and (iii) of claims 40 and 

Wolf did not teach a negatively charged backbone with a plurality of attached 
therapeutic agents. 

Ledebur taught a plasmid vector for genetic immunization comprised two 
therapeutic genes, i.e. a fist antigen encoding gene and a second gene encoding an 
antigen or costimulatory protein. See page 5, lines 22-26; page 6, lines 18 and 19; 
page18. lines 1-27; and Fig. 9. This represents a negative charged backbone (the 
plasmid strand comprising the two genes) and two attached therapeutic agents, i.e. the 
two therapeutic genes. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to use the technique of Wolff for delivery of the vector of Ledebur. One would 
have been motivated to do so because Ledebur suggests the use of polymer based 
delivery systems at page 5, lines 5-9, and the system of Wolff is intended for nucleic 
acid delivery in vivo. See paragraphs 20 and 23. Further, it would have been obvious 
to include in the vector a selectable marker, in view of the teachings of Ledebur at page 
2, line 17 to page 3, line 18, which indicate that inclusion of a selectable marker such as 
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the neo'^ gene is advantageous. The selectable nnarker can be considered a 
persistence factor as recited in item (iv) of claims 40 and 85. 

Thus, combinations (ii/iii), (ii/iv), (ii/v), (iii/iv), (iii/v), (ii/iii/iv), (ii/iii/v), (iii/iv/v), and 
(ii/iii/iv/v) are prima facie obvious. The combination (iv,v) is also considered obvious 
because Ledebur fairly embraces an embodiment of a nucleic acid comprising two 
therapeutic genes on one strand and a selectable marker on the other strand, as the 
selectable marker would represent a persistence factor, and the two strands would 
represent non-identical negatively charged backbones. The strand on which the 
selectable marker is placed is considered to be a matter of design choice. There are 
only two choices, and each is considered to be as likely as the other, i.e. they are 
considered to be equivalents. 

Response to Arguments 

Applicant's arguments filed 4/4/07 have been fully considered but they are not 
persuasive, because they do apply to the grounds of rejection set forth above. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
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hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, J. Douglas Schultz, can be reached at (571) 272-0763. The official central 
fax number is 571-273-8300. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to (571) 272-0547. 
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Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Apphcants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 
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